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response to an frjvitation under Articie 14 are referred to in this report as "originaiiy fiied" and are not annexed to 
the report since they do not contain amendments): cif7nexeo to 



Description, pages: 
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as originally filed 



Claims, No.: 
1-19 



as originally filed 



Drawings, sheets: 

1 /1 7-1 7/17 as originally filed 



2. The annendments have resulted in the cancellation of: 

□ the description, pages; 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (sonne of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. 



Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



1,2,4-6,10,12,15,17,18 
3,7-9,11,13,14,16,19 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1,4-6,17 
2,3,7-16,18,19 



Industrial applicability (lA) 



Yes: 
No: 



Claims 
Claims 



1-19 



2. Citations and explanations 
see separate sheet 

Vli. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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EXAMINATION REPORT - SEPARATE SHEET 



Section I: 

The applicant's attention is drawn to the fact, that the sequence listing received on 
22. 1 1 . 1 999 with the letter of 1 9. 1 1 . 1 999 shall not fornn part of the international 
application (Rule 13ter.1(f) PCT). 

Section V: 

The following documents are referred to in this communication: 

D1: EMBL Database Entry HS466P1 7 Accession number AL023806; 8 June 
1998 ^ 

D2: NATURE GENETICS, vol. 20, no. 2, October 1998, pages 171-74 
D3: HUMAN MOLECULAR GENETICS, vol. 8, no. 2, February 1999, pages 345- 
52 

The claimed priority is not valid for claims 2,3,7-16, 18 and 19 because the sequences 
in Figure 13 (SEQ ID No 1) and in Figure 14 (SEQ ID No 2) are not entirely disclosed in 
either of the priority documents. 

Thus, for the said claims the documents D2 and D3 published after the first priority date 
belong to the state of the art. 

1 Noveltv (Art 33(2)PCT): 

1.1 Claim 3 is not novel because each of the documents D1-D3 discloses a fragment 
of the EPM2A gene, which will hybridize to a polynucleotide of SEQ ID No 1 under 
stringent conditions. 

1 .2 Claim 7 is not novel in view of D2 which discloses mutations in the EPM2A gene 
(D2: p 173 Table 1) and a method for detecting them (D2: p 174 col 2 para 2; p 
173 Table 1). Moreover, also D3 destroys the novelty of claim 7 since it discloses 
several mutations within the EPM2A gene (D3: p 348 Table 1). The same 
argument applies to claims 8, 16 and 19. 

The C-> T change of claim 9 and the G->A change of claim 11 are anticipated by 
each of D2 and D3 (D2: Table 1: Family L6; D3: Table 1: Family F38/S109 and 
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F38/S109/F95). 

1 .3 Claim 13 relates to the detection of a 75 kb deletion. D2 describes a deletion that 
encompasses about 50 kb and is thought to include the majority of the EPM2A 
gene (D2: p 173 Table 1 Family LD-L4). Although D2 does not explicitly disclose 
to which parts of the gene (which exons) this deletion corresponds, it might 
include exons 1 and 2 like the 75 kb deletion of the present application 
(application: description: p 37 Table 3). The size of the deleted fragment is 
estimated on the basis of electrophoresis gels; therefore, the deletion of D2 and 
the present claim 13 might be identical, although the given size values differ. 
Thus, D2 appears to take away the novelty of claim 13 (see also item VIII 3). 

1 .4 Claim 14 relates to the detection of a 25 kb deletion. According to the description 
this corresponds to the deletion of exon 2 (Table 3), The deletion of exon 2 is 
already known from D3 (D3: p 348 Table 1 Family FD; p 346 Fig. 1). 

1.5 Claim 1 is novel, because the single relevant document (D1) only discloses a 
nucleic acid sequence of 158 codons encoding an aminoterminal fragment of a 
protein tyrosine phosphatase. The same argument applies to claims 4-6 and 17. 

1 .6 Claim 2 is novel, because none of the available documents discloses the 
complete sequence of SEQ ID No 1 /Figure 13. Consequently, claim 18 relating 
to the protein sequence as disclosed in SEQ ID No 2 / Figure 14 is also novel. 

1 .7 Claims 10 and 12 are novel, because none of the available documents describes 
detection of the known mutation by the determination of restriction fragment 
length polymorphisms (RFLP) using Hae/ and Psf/ respectively. 

1 .8 Claim 15 is novel, because none of the available documents describes the 
detection of the deletion mutations by the amplification using the primers JRGXBF 
and JRGXBR. 

2 Inventive Step (Art 33(3)PCT): 

2.1 For the assessment of novelty and inventive step of claim 2 documents D1-D3 
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are relevant, as the claimed priority is not valid (see above). 
D2 which is considered to represent the closest prior art, is distinguished from the 
subject-matter of claim 2 in that the EPM2A sequence of D2 lacks 188 bp at the 5' 
end of the gene sequence. 

The problem to be solved can thus be regarded as how to provide the complete 
coding sequence of the EPM2A gene. 

The skilled person would search a nucleotide sequence database with the 
sequence of D2 (Fig 4). He would find the sequence of D1 which contains the 
nucleotide sequence encoding the aminoterminal end (ATG codon) of the Laforin 
protein and has a 188 bp overlap with the nucleotide sequence of D2. The 
combination of the nucleotide sequences of D1 and D2 results in the nucleotide 
sequence according to SEQ ID No 1 /Figure 13 of claim 2. Hence, the 
combination of D2 and D1 renders the solution of claim 2 obvious. As the protein 
sequence is derived from the underlying nucleotide sequence, also claim 18 
seems to be obvious. 

2.2 Claims 10 and 12 appear to be obvious for the following reasons: 

The mutations claims 10 and 12 refer to are known (see item V 1 .7 above). Also 
the amplification primers used in these claims are known from D2 (D2: p 174 col 2 
para 2). Furthermore, the method to determine restriction fragment length 
polymorphism for the detection of diseases is well known in the art. Thus, it 
appears to be obvious for the skilled person to select an appropriate restriction 
endonuclease for the respective mutation in order to carry out the RFLP method. 

2.3 Claim 15 does not appear to be inventive. The detection of a deletion in the 
EPM2A gene by the presence of absence of a PGR product is known from D3 
(D3: Fig 1). Moreover, the deletion of exon 2 is also known from D3 (see item V 
1.4) The primers used are known from D2 (D2: p 174 col 2 para 2). The general 
method is commonplace in the art. 

2.4 As the claimed priority is valid for claim 1, only document D1 is relevant for the 
assessment of inventive step. 

D1, which is considered to represent the closest prior art, is distinguished from the 
subject-matter of claim 1 in that D1 discloses a 5' part of the EPM2A gene within a 
large sequence comprising 149963 bp. In a 200 bp overlap of the sequences 
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99,5% identity is found. 

The problenn to be solved by claim 1 can be regarded as identifying functional 
genes within the 149963 bp. 

D1 discloses a large sequence comprising a 200 bp fragment of the EPM2A gene. 
This part does not contain the consensus sequence of the protein tyrosine 
phosphatases. Hence, the skilled person was not able to identify the 200 bp 
fragment as encoding a protein tyrosine phosphatase and consequently he would 
also not have been able to establish a connection between this sequence 
fragment and Lafora's disease. Thus, the sequence of D1 does not render claim 1 
obvious. For the same reasons also claims 4-6 and 17 appear to be inventive. 

Section VII: 

Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D1-D3 are not mentioned in the description, nor are these 
documents identified therein. 

The expression "incorporated herein by reference" in respect of prior art documents 
(e.g. page 14 para 5 and page 31 para 3) leads to a doubt as to whether the 
requirement of the description being self-contained is satisfied (Guidelines II, 4.17). 

The sentence on page 31 I 8-10 should be deleted as it contains general statements 
which imply that the extent of protection may be expanded in some vague and not 
precisely defined way (Guidelines III 4.3a). 

Section Vlil: 

1 . Claim 1 does not satisfy Art 6 PCT, because its scope is not clearly defined. The 
contribution of the present application to the art consists in the association of the 
gene sequence as disclosed in SEQ ID No 1 /Figure 13 in connection with 
Lafora's disease. Claim 1 does not include the sequence but generally relates to a 
protein tyrosine phosphatase. In view of the fact that protein tyrosine 
phosphatases are known in the art it is an undue burden for the skilled person 
carrying out the present invention to identify a protein tyrosine phosphatase which 
is associated with Lafora's disease. Thus, the nucleotide sequence encoding the 
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protein tyrosine piiosphatase (Figure 4a or Figure 7) should have been introduced 
in claim 1 . The same argument applies to claim 17 in which the protein sequence 
of the protein tyrosine phosphatase (Figure 4a) should have been introduced 
respectively. 

2. Claims 4 and 5 do not meet the requirement of conciseness because they 
apparently relate to the same nucleotide sequence (Art 6 PCT). 

3. The scope of claims 13 and 14 is not clearly defined as required by Art 6 PCT. 
The size of the deleted fragment (75 kb and 25 kb respectively) does not 
sufficiently and unambiguously characterize the deletion and should therefore be 
replaced by the underlying technical feature namely the deletion of exons 1 and 2 
(claim 13) and the deletion of exon 2 (claim 14) respectively (Guidelines III 4.7a). 

4. Claim 16 does not comply with Art 6 PCT, because the claim does not explicitly 
contain all the technical features. The reference to a table in the description 
should have been avoided (Guidelines III 4.10). 

5. The reference to Fig 4A should have been changed to Fig 4a throughout the 
claims. 
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